). These data showed that SH2 domains are independently folding of an SH2 binding site, it also identified residues that are disfavored. This is important, as selectivity in modular modules that provide otherwise distinct proteins with the ability to specifically bind pTyr-containing RTKs and protein interactions stems from a combination of permissive and nonpermissive forces, both of which conintracellular docking proteins following growth factor stimulation. We found that different isolated SH2 dotribute to biological specificity within the cell (e. Biological specificity requires that receptors and their RXXK for SH3 domains, phosphothreonine for FHA docytoplasmic targets be delivered to the appropriate site mains) and achieve specificity through the variable recin the cell so that they are activated at the right time ognition of flanking amino acids (Pawson and Nash, and in the right place. Cell surface receptors, for exam-2000). Indeed, somewhat surprisingly, we found that it ple, can be directed to specific compartments of the was possible to change the binding properties of an plasma membrane through selective binding of their SH2 domain by substitution of a predicted specificity C-terminal motifs to the PDZ domains of polarity proresidue and thus to alter its biological activity in an intact teins. In C. elegans, the EGF receptor LET-23 is sorted organism (Marengere et al., 1994) .
. These data showed that SH2 domains are independently folding of an SH2 binding site, it also identified residues that are disfavored. This is important, as selectivity in modular modules that provide otherwise distinct proteins with the ability to specifically bind pTyr-containing RTKs and protein interactions stems from a combination of permissive and nonpermissive forces, both of which conintracellular docking proteins following growth factor stimulation. We found that different isolated SH2 dotribute to biological specificity within the cell (e.g. 
